**Background:** A substantial proportion of Influenza morbidity and mortality is due to secondary pneumococcal infection. Although the synergistic interaction between influenza and pneumococcal disease is well studied, the interplay between influenza and nasopharyngeal carriage of *Streptococcus pneumoniae* remains unclear. We test the hypothesis that influenza infection increases susceptibility of pneumococcal carriage in a high HIV prevalence setting.

**Methods & Materials:** From January to December 2011, patients with severe acute respiratory infection (SARI), defined as fever (\>38 °c), cough or sore throat, requiring hospitalization, and symptoms \<7 days were enrolled in the sentinel influenza surveillance at Queen Elizabeth Central Hospital in Blantyre, Malawi. Demographic and clinical information were recorded; nasopharyngeal aspirates were obtained to detect influenza, S. *pneumoniae*, and 19 additional respiratory pathogens by real-time reverse transcriptase polymerase chain reaction. We explored the relationship between influenza infection and pneumococcal carriage using logistic regression analysis.

**Results:** Of 511 SARI cases enrolled, 255 (50%) were male, and 155 (57%) were children (aged \<15 years). 11% children and 39% adults were HIV-positive. Influenza was identified in 72 (14%) (children 9%, adults 19%) and S. *pneumoniae* in342 (69.6%) individuals (children 78%, adults 60%). Influenza had a bimodal peak (April and July). In contrast, pneumococcal carriage prevalence was highest from September to January. Individuals with a positive influenza PCR had a lower risk of pneumococcal carriage (odds ratio (OR) 0.51, 95%CI 0.30-0.86). A strong negative association was also demonstrated between presence of Coronavirus OC43 and S. *pneumoniae*. Independent risk factors for carriage were young age and hot season. The effect of influenza infection on carriage disappeared after adjusting for age, sex, HIV status, seasonality and the presence of coronavirus OC43 (adjusted OR 0.71, 95% CI 0.40-1.26, p = 0.25).

**Conclusion:** Contrary to our hypothesis, there was a trend towards lower pneumococcal carriage in subjects with influenza infection. This observation was most likely confounded by age and season. We plan to further characterize this relationship by incorporating surveillance data from 2012-2013, ascertaining pneumococcal colonization density using quantitative PCR for lytA gene, and examining the novel finding of the inverse association between Coronavirus OC43 and pneumococcal colonization.
